
-t 



-4. 



Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 18:03:02 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 170 TO ITERATE 



100.0% PROCESSED 170 ITERATIONS 

SEARCH TIME: 00.00.01 



21 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE ** COMPLETE** 
BATCH ** COMPLETE** 

2618 TO 4182 
146 TO 694 



L2 



21 SEA SSS SAM LI 



-> s 11 S5S full 

FULL SEARCH INITIATED 18:03:11 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 3305 TO ITERATE 



100.0% PROCESSED 3305 ITERATIONS 
SEARCH TIME: 00.00.01 



449 ANSWERS 



L3 



44 9 SEA SSS FUL LI 



=> file caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
140.28 



TOTAL 
SESSION 
140. 49 



FILE -CAPLUS' ENTERED AT 18:03:21 0(N18_DEC 2002_ 
USE IS SUBJECT TO THE TERMS OF YOUR STN CUST0MER*AGREEMENT . 
PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records piiblished or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
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strictly prohibited. 



FILE COVERS 1907 - 18 Dec 2002 
FILE LAST UPDATED: 17 Dec 2002 



VOL 137 ISS 25 
(20021217/ED) 



This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

CAS roles have been modified effective December 16, 2001. Please 
check your SDI profiles to see if they need to be revised. For 
information on CAS roles, enter HELP ROLES at an arrow prompt or use 
the CAS Roles thesaurus (/RL field) in this file. 

= > s 13 

L4 3 L3 

=> d 14 1-3 ibib abs hitstr 

L4 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2002 ACS 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



INVENTOR (S) : 
PATENT AS S IGNEE { S ) : 

SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002:832774 CAPLUS 
137:325641 

Processes for the synthesis of amino acid-related 
benzyl epoxides used in the production of 
pharmaceutical agents 
Reeder, Michael R. 

Elan Pharmaceuticals, Inc., USA; Pharmacia & Upjohn 
Company 

PCT Int. Appl . , 112 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2002065877 


A2 


20021031 




WO 2002-US12591 


20020423 






W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, MW, 


MX, 


MZ, 


NO, 


NZ, 


OM, 


PH, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZM, 


ZW, AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 




























RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, TZ, 


UG, 


ZM, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, 


BP, 


BJ, 


CP, 


CG, 


CI, 


CM, 


GA, 


GN, 


GO, GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 


PRIORITY APPLN. 


INFO 










US 2001-285772P 


P 


20010423 






OTHER SOURCE (S) : 






CASREACT 137:325641, 


r MARPAT 


137 


:325641 









GI 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention provides amino acids R30NHCH {CH2R) C02R1 [R « (un) substituted 
phenyl; Rl ~ allyl or (un) substituted alkyl, Ph, or benzyl; R3 0 = H or a 
protecting group), amino ales. H2NCH {CH2R) CH (OH) CH2R2 [R2 = CI, Br, 
trialkylsilyl , or tri-substituted aminosilyl] , corresponding epoxides, and 
other intermediates used in the prodn. of pharmaceutical agents. Thus, 
Boc-protected 3, 5-dif luoro-L-phenylalanine underwent sequential Me 



/ 
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r ^ 
esterif ication, reaction with C1CH2I, borohydride redn., and conversion to 
epoxide I (KOH/EtOH) . Ring opening of I with 3 -methoxybenzylamine, 
deprotection, and acylation with 5 -methyl -N,N-dipropylisophthalamic acid 
afforded amino ale. deriv. II. 

IT 388062-16-6P 

RL: SPN (Synthetic preparation); THU {Therapeutic use); BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(synthesis of amino acid- related benzyl epoxides for prodn. of 
pharmaceuticals) 
RN 388062-16-6 CAPLUS 

CN 1,3-Benzenedicarboxaraide, N' - [ (1S.2R) -i- [ (3, 5-dif luorophenyl) methyl] -2- 
hydroxy-3- [ [ ( 3 -me thoxyphenyl) methyl] amino] propyl] -5 -methyl -N,N-dipropyl - 
(9CI) (CA INDEX NAME) 

iUsBolute stereochemistry. 




Me 



L4 ANSWER 2 OF 3 CAPLUS COPYRIGHT 2002 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002:31402 CAPLUS 
136:102190 

Preparation of substituted amines to treat Alzheimer's 
disease 

Maillaird, Michel; Horn, Court; Gailunas, Andrea; 
Jagodzinslca, Barbara; Fang, Lawrence Y. ; John, 
Varghese; Freskos, John N. ; Pulley, Shon R.; Beck, 
James P.; Tenbrink, Ruth E. 

Elan Pharmaceuticals, Inc., USA; Pharmacia & Upjohn 
Company 

PCT Int. Appl., 651 pp. 



CODEN: PIXXD2 

Patent 

English 

5 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2002002512 A2 20020110 WO 2001-US21012 20010629 



W: AE, 


AG, 


AL, 


AM, 


AT, 


AT, 


AU, 


AZ, 


6A, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


cz, 


DE, 


DE, 


DK, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EE, 


ES, 


FI, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP. 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


uz, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 
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RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 
DE, DK, ES, FI, FR. GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, BF, 

BJ, CF, CO, CI, CM, GA, GN, GW,. ML, MR, NE, SN, TD, TG Q 

US 2002128255 Al 20020912 US 2001-896139 20010629 ^ » 

PRIORITY APPLN. INFO. : US 2000-215323Pv^P 20000630 

US 2000-252736Pv^P 20001122 ^ 
US 2000-255956P W'P 20001215 
US 2001-26B497P /P 20010213 
US 2001-279779Pt^P 20010329 
US 2001-295589Pk^P 20010604 
OTHER SOURCE (S): MARPAT 136:102190 

GI 



1^- 



R4 oh 

I ; H 




Rl R2 r3 I 



Me 




II 



AB The title compds. [I; Rl = (un) substituted alkyl, alkenyl, alkynyl, etc.; 
R2 = H, (un) substituted alkyl, alkenyl, etc.; R3 - H, (un) substituted 
alkyl, alkenyl, etc.; R4 = XR; X = CO, S02, a bond, etc.; R = Ph, 
naphthyl, indanyl, etc.; R5 = (un) substituted alkyl, (CH2) 0-3cycloalkyl , 
etc.], useful in treating Alzheimer's disease and other similar diseases, 
were prepd. Thus, reacting (2R, 3S) -3-ainino-4 - (3 , 5-dif luorophenyl) -1- [ (3 - 
methoxybenzyl) amino] -2-butanol trif luoroacetate with 5-methyl-N, N- 
dipropylisophthalamic acid in the presence of Et3N, l-hydroxybenzotriazole 
and 1- (3-dimethylaniinopropyl) -3-ethylcarbodiimide hydrochloride in DMF 
afforded (1S,2R)-II. The compds. I exhibit an IC50 of < 50 .mu.M against 
beta-secretase. 

IT 388066-36-2P 

RL: PAC (Pharmacological activity) ; RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(prepn. of substituted amines for treating Alzheimer's disease) 

RN 3B8066-36-2 CAPLUS 

CN Benzamide, 3-bromo-N- [ (1R,2R) -2-hydroxy-3 - [ { ( 3 -me thoxyphenyl) methyl] amino) - 
1- (phenylmethyl) propyl] -5-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Br 



XT 388062-16-6F 388062-19-9P 388062-23-5P 
388062-26-8? 388062-27-9F 388062-36-OP 
388062-49-5? 388062-50-8F 388062-51-9P 
388062-56-4P 388062-57-5P 388062-58-6P 
388062-59-7P 388Q62-60-0F 388062-61-lP 
388062-62-2P 388062-63-3P 388062-$5-5P 
388062-66-6P 388062-67-7P 388062-68-BP 
388062-69-9P 388062-70-2P 388062-71-3? 
388062-72-4P 388062-73-5P 388062-74-6P 
386062-75-7P 388062-78-OP 38B062-79-1P 

388062- 82-6P 388062-83-7P 38B063-05-6P 

388063- 07-8P 388063-10-3P 388063-18-lP 
388063-22-7P 388063-43-2P 38B063-44-3P 
388063-45-4P 388063-46-5? 38B063-47-6P 
388063-53-4P 388063-54-5P 388063-55-6? 
388063-56-7? 388063-58-9P 38B063-59-0P 
388063-60-3? 388063-61-4P 38B063-64-7P 
388063-65-8? 388063-66-9P 388063 -.68-1? 
388063-72-7P 388063-73-8? 388063-80-7? 
388063-81-8? 388063-82-9? 388063-83-0? 
388063-84-lP 388063-86-3? 388063-87-4? 
388063-88-5? 388063-89-6? 388063-90-9P 
388063-91-0? 388063-92-lP 388063-93-2P 
388063-94-3? 388063-95-4P 388063-97-6? 

388063- 98-7? 388063-99-8P 388064-01-5? 

388064- 02-6? 3BB064-03-7? 388064-05-9? 
388064-07-1? 388064-15-1? 388064-16-2? 
388064-17-3P 388064-18-4? 388064-19-5P 
388064-20-8P 388064-21-9? 388064-22-OP 
388064-23-1? 388064-24-2P 388064-25-3? 
388064-26-4P 388064-27-5P 388064-28-6? 
388064-29-7? 388064-30-OP 388064-31-1? 
388064-32-2? 388064-33-3F 388064-34-4? 
388064-35-5P 368064-36-6? 388064-37-7P 
388064-42-4? 388064-44-6? 388064-47-9? 
388064-48-OP 388064-49-1? 388064-55-9? 
388064-56-0? 388064-57-1? 388064-58-2? 
386064-59-3? 388064-60-6? 388064-62-8? 
388064-65-1? 388064-66-2P 388064-67-3? 
388064-70-8? 388064-71-9? 388064-72-0? 

388064- 73-lP 388064-96-8? 388064-97-9? 
3S8064-98-0F 388064-99-1? 388065-00-7? 

388065- 01-8? 388065-04-1? 388065-05-2? 
368065-06-3? 388065-07-4? 388065-08-5? 
388065-09-6? 388065-14-3? 388065-19-8? 
388065-20-1? 388065-33-6? 388065-36-9? 
388065-37-0? 388065-42-7? 388065-43-8? 
388065-44-9? 388065-47-2? 388065-48-3? 
388065-54-1? 388065-68-7? 388065-73-4P 
38B065-74-5P 388065-75-6? 388065-78-9? 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(prepn. of substituted amines for treating Alzheimer's disease) 
RN 3 88062.-16-6 CAPLUS 

CN 1, 3-Benzenedicarboxatnide, N* - [ (IS, 2R) -1- [ (3 , 5 -dif luorophenyl) methyl] -2- 
hydroxy-3- [ [ ( 3 -methoxyphenyl) methyl] amino] propyl] -5 -methyl -N,N-dipropyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 388062-19-9 CAPLUS 

CN 1, 3-Benzenedicarboxamide, N' - t (IS , 2R) -2 -hydroxy- 1 - (phenylmethyl) -3- 
l (phenylmethyl) amino! propyl] -N,N-dipropyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 38B062-23-5 CAPLUS 

CN 1, 3-Benzenedicarboxaraide, N' - [ (IS, 2R) -2-hydroxy-3- [ [ (3- 

methoxyphenyl) methyl] amino] -1- (phenylmethyl) propyl] -N,N-dipropyl- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 388062-26-8 CAPLUS 

CN 1, 3-Ben2enedicarboxamide, N' - [ (IS, 2R) -3- [ t (2 -chlorophenyl) methyl] amino] 
hydroxy- 1- (phenylmethyl) propyl] -N,N-dipropyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 388062-27-9 CAPLUS 

CN 1, 3-Benzenedicarboxamide, N' - [ (IS, 2R) -3- [ [ (4 -chlorophenyl) methyl] amino] 
hydroxy- 1- (phenylmethyl) propyl] -N,N-dipropyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 388062-36-0 CAPLUS 

CN 1, 3-Benzenedicar]Doxamide, N' - [ (IS, 2R) -3- t I (2 -ami nophenyl ) methyl] amino) - 
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{prepn, of substituted amines for treating Alzheimer's disease) 
RN 388071-98-5 CAPLUS 

CN 1,3-Benzenedicarboxamide, N ' - [ {IS, 2R) -2-hydroxy-3- [ [ { 3- 

methoxyphenyl) methyl] amino] -1- [ [4- <phenyImethoxy) phenyl] methyl] propyl] -5- 
methyl-N-[4- (phenylmethoxy)butyll -N-propyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 
.Ph 



Ph 0 



(CH2)4 




n-Pr 



H I H 

OH 




PAGE 1-B 



'OMe 



L4 ANSWER 3 OF 3 CAPLUS COPYRIGHT 2 0 02 ACS 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : ' - ■ 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. MUM. COUNT: 
PATENT INFORMATION: 



2002:313 96 CAPLUS 
136:102189 

Preparation of substituted amines for treating 
Alzheimer ' s di sease 

Fang, Lawrence Y.; Horn, Roy,- John, Varghese; 
Maillaird, Michel 
Elan Pharmaceuticals, Inc., USA 
PCT Int. Appl. , 136 pp. 

Patent ^^^^^ / S'f ^ / 

English 
5 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2001-US20852 20010629 



WO 2002002505 A2 20020110 

WO 2002002505 A3 20020801 

W: AE, AG, AL, AM, AT, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, 

CN, CO, CR, CU, CZ, C2, DE, DE, DK, DK, DM, DZ, EC, EE, EE, ES, 

PI, FI, GB, GD, GE, GH, QM, HR, HU, ID, IL, IN, IS, JP, KE, KG, 

KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, 

MX, MZ, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SK, SL, TJ, 

TM, TR, TT, TZ, UA, UG, UZ, VN, YU, ZA, ZW, AM, AZ, BY, KG, KZ, 
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MD, RU, TJ, TM 

RW: GH, GM, KE, LS, MW, VIZ, SD, SL, SZ , TZ, UG, ZW, AT, BE, CH, CY, 

DE, DK, ES, FI, FR, GB, OR, IE, IT, LU, MC, NL, PT, SE, TR, BF, 

BJ, CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 




F 



AB The title compds . [I; Rl = (un) substituted alkyl, alkenyl, alkynyl, etc.; 
R2 = H, (un) substituted alkyl; R3 = H, (un) substituted alkyl; or R2 and R3 
are taken together with the carbon to which they are attached to form 

(un) substituted 3-7 membered carbo(or hetero) cycle; R4 = RX; x = CO, S02; 
R - Ph, naphthyl, indanyl, etc.; R5 = alkyl, (CH2 ) 0-3cycloalkyl, etc. J , 
useful as .beta. -secretase inhibitors, were prepd. Thus, reacting 

(2S, 3S) -3-amino-4- (3, 5-dif luorophenyl) -1- [ (3 -tnethoxybenzyl) amino] -2- 
butanol trif luoroacetate with N,N, -dipropylamidoi soph thai ic acid in the 
presence of Et3N, HOBt and EDO in CH2C12 afforded (1S.2S)-II. 
IT 388077-90-5P 388077-92-7? 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 

(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(prepn. of substituted amines for treating Alzheimer's disease) 
RN 388077-90-5 CAPLUS 

CN 1, 3-Benzenedicarboxamide, N' - [ (IS, 2S) -1- [ (3 , 5-dif luorophenyl) methyl] -2- 
hydroxy-3- [ [ ( 3 -methoxyphenyl ) methyl] amino] propyl] -5-methyl-N,N-dipropyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



1 
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Me 



RN 388077-92-7 CAPLUS 

CN 1, 3-Benzenedicarboxamide, N' - [ (IS, 2S) -1- [ (3, 5-dif luorophenyDmethyl] -2- 
hydroxy-3- [ < phenyl me thy 1 ) amino] propyl] -S-methyl-N, N-dipropyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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phenylbutyl] amino] dihydro-4-oxo-2-phenyl-, [2S- 
[2a,5a(2S*,3R*) ] ]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN 2H-1, 3-Thiazine-3 {4H) -acetic acid, 5- [ [ 3- (benzoylamino) -2-hydroxy-4- 
phenylbutyl] amino] dihydro-4-oxo-2-phenyl-, [2S- 
[2a,5a(2R*,3R*} ] ]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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